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Docket Na025122.0l01P3US 
(Previously (>23004.0104P3US) 

AMENDMENTS TO THE CLAIMS 

I. -55. (Canceled) 

56. (Currendy Amended) A svnthetic n ioolatod genetic construct which is capable of delaying, 
repressing or otherwise reducing the expression of a target gene in a mammal eukarvotic c ell 
which is transfected with said genetic construct, said genetic construct comprising at l e ast two 
copies of a target structural g ene sequence or r e gion th e reof, wherein said at looat two oopieo ore 
at Icoflt 8 0 %h aving greater than 20 consecutive nucleotides which is identical in sequence to 
greater than 20 consecutive nucleotides of said target gene or region thereof iffid-wherein said el 
least-two copies are placed operably under the control of a single promoter sequence anda 
transcription termination sequence each of w hich is-are operable in said cell, wherein ot l e ast one 
copy is placed operably in the sense orientation under the control of said promoter sequence and 
wherein at least one e4heF-copy is placed operably in the antisense orientation under the control 
of said promoter sequenc e, and wherein said two copies are spatiallv separated bv a stufTer 
fingment which comprises a sequence of nucleotides . 

57. (Currently Amended) An i s oloted s ynthetic g enetic construct which is capable of delaying, 
repressing or otherwise reducing the expression of a target gene in a mammol p lant c ell which is 
transfected with said genetic construct, wherein said genetic construct com^ises at l e ast t wo. 
copies of a tege ^tiuctural ge ne seqiiencc having greater than 20 coiisecutive huclieotidcs which 
is identical in sequence to greater than 20 consecutive nucleotides of said target gene, o r r e gion 
tfaoroof an d wherein each copy is separately placed under the control of a promoter anda 
transcription termination sequence each of w hich is-are operable in said cell, and whoro in-geid 
oopi e o ar e at l e ast 8 0% identiool to oaid target gen e or o region thereof, w herein at least one copy 
is placed operably in the sense orientation under the control of an individual promoter sequence, 
and wherein at least one other copy is placed operably in the antisense orientation under the 
control of another individual promoter sequenc e^ and wherein said two copies are spatially 
separated bv a stufFer ftagment which comprises a sequence of nucleotides . 

58. (Cancelled) 
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59. (Currently Amended) The ioolatcd s ynthetic g enetic construct Qoonrding to any c ma^f 
claims 56-528 wherein the target gene encodes a vtral DRNA polvmerBse. viral RNA 
polymerase or viral co at protein and said region of the torgo t stnictuial gene sequence is 20 to 30 
nucleotides long. 

60. (Currently Amended) The isolated genetic construct aooordinfl to any one of claimfl 56; 
wherein said r e gion of th e tare e ts tnictural gene sequence is at4ea9t-30 nucleotides long. 

61. (Cancelled). 

62. (Currently Amended) An ei||^jarotic.cell comprising the genetic constmct oooording te flf 
claim 56- wherein the synthe tic genetic construct ia t rpny^nhftrf in the ceUI >, 

63. (Currently Amended) A nrmmmol -plant cell comprising the gmetic construct according 
toof claim 57, wherein the syntheti c genetic construct is transcribed in the cell6 0. 

64. (Cancelled). 

65. (New) The genetic constmct of claim 56, which is in a vims particle which is an attenuated 
virus or associated with a virus coat. 

66. (New) Thegeneticconstructofclaim56» which is encapsidated in a liposome. 

67. (New) The genetic construct of claim 56, which is integrated into the genome of the cell. 

68. (New) The cell of claim 62, wherein the target gene is a viral genetic sequence. 

69. (New) The cell of claim 62, wherein the target gene is a nucleotide sequence of a viral 
pathogen of an animal cell. 

70. (New) The cell of claim 62, wherein the target gene is from a retrovirus. 

71. (New) The cell of claim 62, wherein the target gene is from an imn^uno deficiency virus. 
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72. (New) The cell of claim 62, wherein the target gene is from a single-stranded (+) RNA 
virus. 

73. (New) The cell of claim 62, wherein the target gene is from a double-stranded DNA virus. 

74. (New) The cell of claim 62, wherein the target gene is a transgene in the cell. 

75. (New) The cell of claim 62, wherein the target gene is a member of a multigene bmUy in 
the cell. 

76. (New) The cell of claim 62, wherein the target gene is an endogenous gene of the cell. 

77. (New) The cell of claim 62, wherein the greater than 20 consecutive nucleotides of the 
taiget gene corresponds to a coding region of the target gene. 

78. (New) The ceU of claim 62, wherein the greater than 20 consecutive nucleotides of the 
target gene coiresponds to a 5'- or 3*- untranslated sequence of the taiget gene. 

79. (New) The cell of claim 62, wherein a transcribed region of the genetic construct comprises 
an intron. 

80. (New) The cell of claim 62, wherein the stufTer fragment is a sequence of nucleotides 10-50 
nucleotides in length, 50-100 nucleotides in length, or 100-500 nucleotides in length. 

81. (New) The cell of claim 62, wherein the stuffer fragment comprises an intnm. 

82. (New) The cell of claim 62, wherein the total length of said structural gene seqtiences is no 
more than 2.0 kilobases. 

83. (New) The ceil of claim 82, wherein the total length of said structural gene sequences is no 
more than 0.5 kilobases. 
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84. (New) The cell of claim 62, wherein the two copies are in a head-to-head orientation 
relative to each other. 

85. (New) The cell of claim 62, wherein the two copies are in a tail-to-tail orientation relative 
to each other. 

86. (New) The ceU of claim 62, wherein the promoter is heterologous with respect to the 
structural gene sequence. 

87. (New) The cell of claim 62, wherein the promoter is expressed before the commencement 
of detectable expression of the target gene in the cell. 

88. (New) The cell of claim 62, wherein the genetic construct is expressed to produce a priinaiy 
transcript which has a polyadenylate sequence added to the 3 *-end. 

89. (New) The cell ofclaim 62, which is an animal cell. 

90. (New) The cell of claim 89, wherein the animal is a vertebrate animal. 

91 . (New) The cell of claim 89, wherein die animal is an invertebrate animfll. 

92. (New) The cell of claim 89, wherein the animal is an aquatic animal. 

93. (New) The cell of claim 89, wherein the animal is an insect 

94. (New) The cell of claim 89, wherein the animal is a fish. 

95. (New) The cell of claim 89, wherein the animal is a bird. 

96. (New) The cell of claim 89, wherein the animal is a mammal. 
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97. (New) The ceU of claim 62, wherein the ceU is a human cell in cell culture. 

98. (Mew) The cell of claim 89, wherein the cell is a somatic ceil. 

99. (New) The cell of claim 89, wherein the cell is a haematopoietic stem cell. 

100. (New) The ceUofclaim 89. wherein the cell is a T-ccll. 

101. (New) The cell of claim 62, wherein the cell is in tissue culture. 

102. (New) The cell of claim 62, which is a multicellular plant cell. 

103. (New) The cell of claim 102, which is a monocotyledonous plant cell or a dicotyledonous 
plant cell. 

104. (New) The cell of claim 102, which is in a transgenic plant 

105. (New) The cell of claim 104, wherein the transgenic plant has a reduced level of 
expression of the target gene. 

106. (New) The cell of claim 104, wherein the transgenic plant exhibits virus resistance. 

107. (New) An isolated eukaryotic cell, tissue or organ, comprising the genetic construct of 
claim 56. 
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